
Marked up copies of the amended clairriS that shew the 
actual amendments are included as Appenidix A. 



REMARKS 



The Sp'ecif icat ic'n has been amended at page 1, lines 2 
tC' 3 in order to update the status c^f the parent of the r^resent 
application. As such, the amendment does nc-t constitute new 
sub j ect matter . 

Claims 1, and 12 to 19 have been cancelled. Claims 12 
to 19 have been withdrawn fro-m the p^resent prosecution because 
they are directed tc^ non-elected subject matter. Claim 1 is 
cancelled from the present pro>secut i om, however. Applicants 
expressly reserves the riqht to pursue the subject matter of 
claim 1 in any future r^rosecut io n . 

Claims 2, 3, and 11 have been amended to remedy certain 
informalities p-ointed out by the Examiner. The amiended claims 
are fully supported by the present application, as no new subject 
matter was added. Applicants n<ote that in claim 2, the instance 
where m is 0 has been deleted to- make the claim coinsistent with 
the elected invention from the restrictio'n requi remient . 



Claim 21 nas been amended to co^rrect tne nomenclature 
of the claimieo oom.po^nd, sur-oort for this am.endm.ent is fjund m 
tne specification, for example, on page 100, line 13 'item 112 of 
tr.e list of oompounas in Example XXXIX; , therefore the am^enament 
does not oonstitute new sucjeot matter. 




Rejection Under 35 U.S.C. 112, First Paragraph 

Claims 1 to 11 and 21 to 25 are rejected under 35 
U.S.C. 112, first paragraph. It is alleged that enablement is 
lacking regarding hew to m.ake and use ''the myriad" of claimed 
peptides wnich specifically inhibit the activity of Factc^r Xa . 
Tne rejection posed the question, "which or what is the comjn:icn 
core aminci acid sequence that would elicit said fun^rtion the 
claimed peptides?" 

It is alS'O alleged that the present speci f i cat i 'jn fails 
to prc'vide info'rmation that would albow the skilled artisan to 
practice the invent ic-n without undue experimentation. In re 
Wands is cited, and specifically the eight factors that are 
ccinsidered when oetermining if undue experimentation is required 
in order to practice the invention. Specifically tne rejection 
alleges that "Applicants fail to set forth 'the common C'Ore' 
required in the peptide fc^r eliciting the necessary functi-jn." 

It is further alleged that claims 24 and 25, insofar as 
they read on a method of use to in vivo subject, are not enabled 
by tne instant disslosure because there is no indication or 
showing that the rompC'unds do specifically inhibit activity of 
Factor Xa under in vivo conditions. 
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Response to Section 112, First Paragraph Rejections 

Applicants respectfully submit that the claimed 
invention is enabled, and that a skilled artisan cc-uld practice 
the claimed invention withc>ut undue exr-er iment at icr. . 

In reciting the Section 112, first paragraph rejection, 
the office actijn states that 

Enablement is lacking regarding the how to 
make and use for the myriad of claimed 
pept ides which are tD '' sped f i ca lly inhibit 
the act ivity of Factor Xa '\ Which or what is 
the common core amino acid sequence that 
would elicit said function to the claimed 
pept ides ? 

Regarding the query as to the ''i::ommon core amino acid sequence," 
Applicants respectfully note that the elements of the claimed 
invention are fully recited in the claims, and are taught in the 
specification. For example, claim 2 teaches all jf the 
structural elements that define the present invenric-n. All the 
sut'S t ituents are defined as to their pc-ints cf attachment, and to 
the cnemiral gr-jups that are included. As is evioent fr-om claim 
2, the present inventic^n is defined not in terms zf a "c:mjton 
core amino acid sequence," but m terms of a comp:;una with a 
pertioe cacl^bone tnat is variously s^cstituteo. Tne various 
substituent groups pri-viae the "commm lore" of the present 




mver.rijn wirh ^he desired C'urcc>me that cDmpC'urds substituted as 
taught exhibit the claimed utility. 

Ap'plitants ri'Ote tnat the present spe c i f i :: a t i i-n includes 
fifty-three pa?es I'f discLjsure that includes thirty-fc-ur wcrkinq 
examcdes tnat tea::h the prep-arat ic-n and demc-ns t ra te the utility 
C'f tne claimed invent i'jn. For instance. Example I teaches 
peptide synthesis procedures that were used in preparing the 
present invent ion. Examples II to XXV, and XXXIV (a tctal ot 
twenty-five (2t) working examples) recite the preparation of 
peptides ot the present invention. Aptdicants note that these 
examples recite both the procedures used fc-r p^reparing the 
peptides, and the analytical data related tc- the prepared 
compc'unds. Examples XXVI to XXXIII teach peptides belonging to 
the nc-n-elected invention resulting from the restriction 
requirement, that is, compc^unds where m^-0. Althc-ugh Examples 
XXVI to XXXIII are directeo to claims that are not included in 
the r^resent prc'Secut ion, their teachings are n'onet heless relevant 
as additional teachings about procedures and protocods useful for 
the preparati'jn of peptides in general, and serve as further 
evidence C'f the breadth c-f the teachings of the f-resent 
sped float ion . 

Example XXXV teach twenty-three (21) peptides with 
multicde suhstitut ions that are p'Ctent inhiritO'ts of factor Xa . 
Example XXXVI teacnes twc hundred and ninety-one (251) peptides 
that nave Ki values between lOOuM and IpM fir factir Xa 
mnici t ion . 
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Example XXXVII teaches assays and pri-cedures usej for 
dererrri.ining inhioitic-r: of fa::tjr Xa, thrc-mbin, plsismin, eiastase 
and trypsin. Example XXXVIII teaches assays and p'rc'cedures used 
fcir determining inhiciition c-t cc^agu lat it-n {m vivo oil ate 
prothr-jmbin time assay, and ex i^ii^o dilute pr jthr omiciin time 
assay). Example XXXVIII als:^ tearnes fjrry-five (45) cDmpi-unds 
tnat show at least 30^ innibitic^n in 10 m.in in the ex vivo dilute 
prothrcimk)in time assay follc'wing administ raticT: of less tnan or 
equal Z-o 2 mg/kg cif the ct^mpjund; and thirteen ( 1 ) additional 
compounds that shciw at least 30? inhibition in the dilute 
p)rothrcimbin time assay fc-ll'twing i n t ra -duoden a 1 administration of 
less than or equal to 50 mg/kg c^f a ccimpound. 

Example XXXIX teacnes one hundred and thirteen (113) 
fact'jr Xa inhihiitors cif the c^resent invention with a Ki less than 
lOOuM. 

Applicants respectfully nc-te that in just Examples XXXV 
to XXXIX, there are four hundred eignty-five (43 5) comp'C)unds 
taught. These comipounds were p-repared and assayed acc-ording to 
the prc'Cedures taught in the specification and examples. 
Applicants further nc'te that these ci'mp-junds are recited in the 
pending claims. As tc- the query regarding the "C'jmmon c:>re of 
the peptide sequence," Applicants respectfully refer tC' tne 
previous discussion regarding this query. Apcdicants also submit 
tnat the num.oer and variety 'if tne aC'C'Ve-re f er enced ta-^ght 
compijunos fully supp::;rt the com^.cn c:re of the mventit^n as 
taught m claims. In summary, AcX'lirants respectfully subm,it 




that tne alleqatic>n that the claimeo inventijn is not enabled is 
unf'jundea, and submit that the rejection should be withdrawn. 

It is alst' alleged that the present invention cannot be 
c-racticed by a skilled artisan withC'Ut undue experimentation as 
(determined accc-rding to the factors recited in In re Wands. 
Applicants resr^ect f ul ly traverse. App 1 ica t ic^n of tne Wands 
factors to the present sp^eci f ication, shi-ws that the present 
invention can, indeed, be practiced with-jut undue 
experiment at ion . 

For example regarding the quantity of experimentation 
necessary to practice the Invention, Applicants submit that the 
riresent spec i f i cat i'jn is well witnin the criteria recited in 
Wands. The preparation of the peptides jf varying sizes and 
typ>es are taught. Four Hundred and eighty- five (485) peptides 
that show activity are taught, these include peptides with single 
and multiple combina t i'jns of substitutions that show desired 
activity. The assays, including their pr-ccedures and 
experimental c«jnditions used t-j determine the activity of the 
pep'tides, are taught. And the number working examples tnat teach 
cc'mpounds in the specification, as was previc-usly discussed, more 
than satisfies this Wands factc-r 

regarding the amount of direction and guidance 
provided, as oiscussea at-jve, tne st-esif icaticn zeacnes all the 
rrocedures necessary to synthesize and assays the peptides of 
this inventi'tn. Additionally, tne specification teaches peptides 



• 




that have the desired activity, having various cc'inbinat ions of 
sut'Sti tut ions , and ccimb inat ic ns of subst i tut ic'ns . 

Regarding the presence or absence of working exainples , 

Eilso as p^reviO'Usly n^jted, the specif icatic-n p-rovides thirty-nine 
working examples that teach the c^repara t ii-n and assaying <if 
C'eptides of the claimed invention. 

And regarding the relative skill of those In the art, 

the skilled artisan in this area o-f techncdogy is high, generally 
with at least a graduate degree, and usually a doctorate in 
biC'Chemist ry , chemistry, or the like. Applicants sur-mit that the 
skilled artisan in this art would be at'le to utilize the 
teachings of the speci float ii^n to practice tne claimed inventic>n. 

Applicants respectfully submit that the skilled artisan 
is able t-j practice the present specification withciut undue 
exp'or imentat ic^n according to the factors stated in In re Wands, 
and respectfully submits that the a forement leaned rejection shc>uld 
be withdrawn. 

Rejection of Claims 24 and 25 Under 35 U.S.C. 112 First Paragraph 

r;egarding the allegatic^n that claims 24 and 25, insc^far 
as they read -jn a method of use to in vivo subject, are not 
enabled by the instant disclcisure because there is nc indicatic>n 
ir showing that the scmpo:.nds do specif ii:ally inhit^it astivity of 
Factor Xa under m vivo cc:ndit ic^ns . Ar^plicants respectfully 
direct the Examiner's attention to MPEF §2107.02, Part I, Special 
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Considerations for Asserted Therapeutic or Pharmacological 
Utilities, which staties, 

As a genez'al matter, evidence of 
pharmacologica 1 or other biological activity 
of a coiupound will be relevant to an asserted 
"zherapeuti c use if "ihere is a reas enable 
correlation between the activity in question 
and the asserted utility. 

The applicant does not have to prove that a 
correlation exists between a particular 
a ctivity and an asserted therapeutic use of a 
compound as a matter of statistical 
certainty, nor does he or she have to provide 
actual evidence of success in treating humans 
where such a utility is asserted . 

emphasis added 

As previc'usly discussed, the working examples include Exampdes 
>:XXVII and XXXVIII. Example :<:XXVII teaches factor >:a, thrombin, 
plasmin, trypsin, and elastase assays that were used to determine 
and demonstrate inhibition of Factor Xa . Example >;XXVIII teaches 
an in vitro dilute prothrombin tim.e assay, and an ex vivo dilute 
prothromtiin time assay, that were used to determine inhibition of 
coagulation as an additional measure c-f factor Xa inhibition. As 
such, Applicants respectfully submit that the rejectic-n to claims 
24 and 25 are unfc^unded, and should t^e withdrawn. 




Rejection Under 35 U.S.C. 112, Second Paragraph 

Claims 1 tC' 11 ana 24 tj 25 are rejected under 35 
U.S.C. 112, second {:^5iragrap>n, as toeing indefinite fc^r failing to 
particularly point C'Ut and distinctly claim the subject matter 
whish applicant regards as the inventic^n. In particular the 
Office actic-n has pcdnted out the f'jllc-wing cc-ncerns. 

Regarding the rejection to claim 1, Ar:'i:'licant s note 
that claim 1 has been cancelled, and therefore the rejectic-ns 
have t'een rendered mc>'jt. 

regarding the reject ic-n t-c claim 2, Apr-lisants have 
amended the claim acC'Ording to the Examiner's nelpful 
suggestions, and sut^mit that claimi 2, as amended, is in prc'per 
form for allowance. 



F'egarding the rejectic-n t'j claim 3, Af'f'licants have 
amended the claim applying the suggestions the Examiner had made 
for claim 2, and submit that claim 3, as amended, is in proper 
form f<jr allowance. 



regarding the rejectic^n tC' claim 9, Applicants n-i-te 
that claim 9 does nc-t include a compiound with the structure 
"-Dah (CH=N (CH . ) . " Applicants further note that there is n:> 
disclcsure in the present sp'Oci f icat ion to the structure "Cah." 
There are tearnmgs tC' the structures "Cab" and "Cap", wnicn 
refer to ^,4-aiaminccutyric acio ;page line anu 

2 , 3 -diammor^rop'ioni c acid (c^age :1, line 30), respectively. 
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river, tor. 



,NH: 



NH2 

^ 4 



HoN 2 



HoN' 



O 



O 



2.3-diaminopropionic acid 



2,4-diaminobutvric acid 



As depicted above. Applicants nc-te that DAP and DAB are diamine 
substituted carboxylic acids that can form peptide bonds through 
their carbc-nyl carbon, methylene carbon, and the 2 -subs t i tuted 
amino group with the remainder 'I'f the molecule constituting the 
side arm of the peptide residue. Regarding the Examiner's 
inquiry as to the "expanded structure" of tne compound. 
Applicants understand the inquiry as to mean, how the 
"(CH-N(CHJ " is attached to DAP and DAB. Applicants 
respectfully sutmit that one of ordinary skill in the relevant 
art would know rhat tne a f orement ic-ned group would be attached to 
the ?-aminC' group in DAP, or the 4-amino group in EiA3. 



Pegaromg the reje::tiC'n to claim 2 1, Applicants have 
amended the slaim in carder to clarify structure c^f the ccmpouna. 
As indicated at'C-ve, the amicndm.ent is supported in the 




specification and therefore does noz constitute new subject 
matter. Applicants resp^ect f ull y sutmit, that the claim as 
amended, is in pvrc'per form, fc-r allc'wance. 

Rejection Under 35 U.S.C. 102 and 103 

The Examiner nas reinstated the rejection of claims 1 
to 11 under 3 5 U.S.C. 101 (a and/or b) /10 3(a) over Brunck and 
Marlow, which was originally raised in the 'jffice action of March 
23, 2000. The reason given fc'r the reinstatement was that under 
further c jns iderat i^jn , it was noted that the present ap^plication 
is a CIP of the parent, and the priority date do-es n^jt extend 
beyond the filing date o[ the present ap'pl icat ic-n , unless it can 
be snown zhaz the claimed subject matter nas oeen present m tne 
earlier app 1 icat i c-ns . The C>ffice action further notes that the 
effective date fc^r Brunck is [lecember 15, 1903, which is the 
filing date of the Brunck p-arent application. 

A review c-f the prc>secut ic-n record shc'ws tnat these 
issues were raised in the Office action mailed March 2 3, 2000, 
witn the excepti'jn that tnere was no assertion that Brunck 's 
priority dates back to Decemhier 15 , 199 3. 

In Applicants' respc-nse t'C the Office action mailed 
Mar::n 23, 2000, it was stated that the full scope of claim 1 to 
11 jf the present af-pli sat ic^n are taught in the r-arent 
ar;pl icat i i-n . Ip'jn further review At'plicants wjuld like to 
clarify that while the r^resent CI? applicstiDn is net of greater 
creadth than its parent application, it cies contain nev; s\:o;ect 




matter, namely, the compounds that are taught in Exam.ple XXXIX, 
whicn as noted beijw is new to the present application. Tnese 
C'jmpounds were taught generioally in the parent application, and 
are encompassed within the breadth of the issued parent claims. 
Hcwever, their actual structures anin relevant data are taught in 
the CIP. 



In the present Office action, the Examiner further 
indicated that she has not been able to loicate the parent files 
t-o the instant Applicatic-n for purpc-ses of comparing the new 
matter entered into the CIP, and urges the Applicants to clarify 
this matter in order tc^ expedite the prosecution of the present 
Appl icat i'On . 

Clarification of Disclosures Between Present Application and 
Parent Application 



In response tc^ the Examiner's request for clarification 
of new subject matter in the present continuation-in-part 
application from that of its parent. Applicants provide as 
follows, a listing of the disclosures that are new for the 
present appl icat ion . 

Page 1 , lines 2 to 4 

This p-aragraph contains sub]est m^atter tnat is not 
cresent in the t^arent application. Hc:wever, Applicants note that 



'enzor s 



. ai e: 



application, that is, stating that it has issued as U.S. Patent 
5, 84 9, 51 J, and therefore the discl-jsure does n-jt constitute new 
sub j ect matter . 

Page 28, line 13 to page 39, line 10 

These paqes recite support for claims 1, 2, :■ , and 12. 
The majority of the claims are directed to compounds that were 
taught in the parent application, l:)Ut not specifically claimed as 
individual species. There are also compounds that were 
generically taught in the parent application, and are now 
specifically taught in the present application. As indicated 
below, these compounds are listed in Example XXXIX. 

Page 96, line 15 to page 100, line 14, Example XXXIX 

This Example XXXIX teach additional compounds to those 
taught the '510 patent. Applicants nc'te that the compc'unds of 
Example XXXIX are covered by claims tC' their genuses in the '510. 

Response to Rejections Under 35 U.S.C. 102 and 103 

The effective priority date of the parent apt'licat ic^n 
is earlier that the effective date of Marlow, and therefore 
Marlow is not available as reference. Even if MarlC'W was 
available as a reference, the rejecticns still wC'Uld net stand. 



Serial No. : 0^^/211, 
F 1 lea ; 

Paqe 22 



Applicants previously p-resented these arqur?.ent m their 
response mailed July 24, 2000, and respectfully submit that these 
argument still cc-ntro^l. Rather than recite the arguments in 
their entirety. Applicants have attached as Exhibit A, a cop^y of 
the aforementioned F.esp'ijnse mailed July 24 , 2000, for the 
Examiner's cc-nvenience and review. As the respMDnse points C'Ut 
Marbjw and Brunei, either individually or in cc>mbinat i oin , dc- not 
teacn, or suggest the p>resent invention. 

Rejection Under 35 U.S.C. 101 

Claim 11 is rejected under 35 U.S.C. 101 for claiming 
the same inventi-jn as in Claim 39, line 40 of U.S. Patent N-:>. 
b,::49,510. Applicant submit that with the amendm.ent ot claim 11, 
this rejectic'n is no longer applicable. 

Obviousness Double Patenting Rejection 

App'licants respectfully submit that tne O)bviousness 
double patenting rejectic^n 3hc)uld be held in abeyance until such 
time that the present claims are found allc'wable. 

Amino Acid Sequence Listing Requirements 

Apcdisants sonsur with the Examiner's suggestion that 
amendments t the appli::ation regarding SEQ IE Nos ce neld m 
abeyance until suoh time the pending slaims are found allowable. 




CONCLUSION 



In light of the Amendments and Remarks herein, 
Applicants submit that the claims are now in conditicin for 
allowance and respectfully request a notice tC' this effe::t. 
Should the Examiner have any questions, he/she is invited to call 
Cathryn Campbell or the undersigned attorney. 



Respec t f ul ly submitted, 



October 23, 2001 



Date James J. Wong 

Registration No. (^4, 949 
Telephone No. (858) 535-9001 
Facsimile No. (358) 535-8949 



CAMPBELL & FLORES LLP 
4370 La Jolla Village Drive 
Floor 

San Diego, California 92122 
USPTO CUSTOMER NO. 23601 
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APPENDIX A 



In the Specification 



The present appdication is a cent inuat ion-in- 



parr of United States Serial No. 08/947,794 filed 
October 8 , 1 997 and issued as 'J . S . Patent 5,849,510 , 
which is a C'cnt inuat ic-n C'f p>ri'jr application serial no. 
08/428,404, filed April 25, 1995, which is a 
continuation-in-part of prior ap^plicat icTi serial no. 
08/233,054, filed April 26, 1994, all of which are 
incorporated herein by reference. 

In the Claims 

2. amended A non-nat ura 1 ly occurring compound that 
specifically inhibits the activity of factor Xa, having the 
general f'crmula Ai^-A2- ( A3 ) ^-B, wherein m is 1— or — &; 



wherein A^ is R — R^-R^; A^ is R4-R3-R,3; A-, is R7-R8-R9; 



wherein 



IS 




X 



IS 



N; 




^-metr-ylper.r yl , -yd -hexylr::e t hy 1 , 

eye 1 I'hexeny Ime thy 1 , 2 -methy Ibu t yl , -H and 

ll , 3-dimet hy Ir-enty 1 ; 



F'"^ is selected frc^m the group ccnsistinq of 2- 

oenz'jf urciyl , all^oc, acetyl, t r if luc-roacet yl , 2- 
qu iw I'l inciyl , 3-pyrid i-y 1 , 4 - i so i^uinc'l inoy 1 , 
:)-benzy i imidazoyl , 2-naphthylmet:hy 1 , 
V)-py r idiminoy 1 , hienz oy 1 , 2 - py r idoy 1 , t-jsyl , 

3- quiriC'l in(jy 1 , 2-naphthyl3u 1 f -onyl , 2 -methy Ibenzyl , 
..:-f uroy 1 , 3 , 4 - aichlorooenzciyl , 2-tn i enylacet yl , 

N ( 5-methyl-2i'-thieny 1 ) , et hcixycarbony 1 , 

2-f luorc'benzoy 1 , t-butoxycarbc-nyl , benzyl and 1-20 

aminci ac i ds ; 

is -CP.' .^.R-:^- , wherein -^^2?. ^^'^ -R--, are independently 
selected from the group consisting of -H, 4- 
amidinof'heny Imethyl , 4 -aminophenylmet hyl ) , 

4 - hydroxypheny 1 methyl , 2-naphthylmet hyl , 
4 - ( N -me t hyl pyr i dinyl ) methyl , 

( 3-i-jdo-4-aminC'phenyl ) methyl , 

( 4 -aminocarbonylfihenyl ) methyl , 

( 3- iodo-4 -hydroxy phenyl ) methyl , and 

( 4 -cyanophenyl ) methyl , ( 4 -hydroxypheny 1 ) methyl ; 

R.; is -NH-; 




p.. is - ^?^:,_Rr.-„ , v;herein -R=:._ ana -R---^ are indec'endent ly 
selected from the ■.^roup consisting i-f -H, 2-butyl, and 
cyclohexy 1 ; 

F- IS -■: ;0) -; 

F-^ is 

is -'^F^p^^Rs^;^, wherein -Rs:, ^^'^ "^^33 indep^endent ly 

selected from the -jroup consisting of -H, 
3 -guany lprc>pyl , ( dimethyl ami din ium) amin omet hy 1 , 
( dime thy 1 ami din ium ) aminoethy 1 , 

3- (N-me thylpyr idinyl ) methyl , and 

4- (N-methylpyridinyl ) methyl ; 

F'.q is -C (O) -; and 

B is Leu-?ro-NH:., Leu-Hyp-NH., Pen ( CH^COOH ) - Pro-NH^ , 
Cys (CH^COOH) -Pro-NH^, y-carboxyglutamic 
ai::id-Pro-NH;. , [ N-carboxymethyl ) Gly-Pro-NH - , 
(n-carboxyethyl ) Gly- Pro-NH:. , 
( IJ - 1 , 3 -di ca rboxypropyl ) Gly-Pro-NH - , 
[ri -methyl ) Leu-?ro-NH;;. , Leu-NH^, Leu-OH, 
-IJH- ( 4 -t r imethy lammoniumbenzyl ) , 
-IJH- [A - ( 1-methy Ipyridinium) methyl ] , and 
-NH- ( 4-amidinobenzyl ) . 
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Inventors: Al-C;beidi et al. 

Serial ^:o.: 0 9/211,715 

" ^ pi ^ ■ pCi p -n^. r--; p u ^ '■-j 'H 

3. ar-iended A non-rarural ly ozcurring cor::pour:d that 
specifically innitits the activity jf factc^r Xa, having the 
general formula A^^-A^- ( A3 ) „-B , wherein m is 1; 

wherein A^ is R;-R.-R3; A3 is R.-R.-R^; A. is R--R,-R^; 

wherein 

P3 is 




X is N; 

F'/ 3 is selected from the group consisting of 

isc'butyl , 2-methylpentyl , cyclohexylmet hyl , 
3-quinolinyl , 2-methylbutyl , 2,3 dimethyl pentyl, 
and cyclohexenylmethyl ; 

R"3 is selected from the group consisting of 2- 

benzofuroyl, alloc, acetyl, t rif luoroacet yl , 2- 
quinol inoyl , 3-py r idoyl , 4 - i soquinolinoyl , 
D-benzimidazoyl, 2-naphthylmethyl, 5-pyrazinoyl, 
benzoyl, 2-pyridoyl, tosyl, 3-quinolinoyl , 
2-naphthylsulfonyl, 2-methy Ibenzyl , and benzyl ; 

F3 is -Cp3:,^R^5, wherein -R3:._ and -r-3^ are indep^endent ly 
selected from, the grtup consisting of H, 3- 
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Serial No.: 0 r^.^ J 1 1 , 1 5 

Filed: Decerr.be r 14, l^^i 

a:r.i iirL:'pr.er:yl?:.ezhyl. , 4 - ami dm of henylne::hy 1 , 
4 -aninec'heny Irriethyl , 4 -hydrc xyc henylnethy 1 , 2- 
naphthyl methyl , 4- ( N-met hy Ic^yr i dinyl ) m.ethyl , 
( 3-iedi'-4-amiinc'phenyl ) methyl , 
( 4 -amiriocarbonylphenyl ) methyl , 
( 3-iC'd-:'-4-hyi.'irC)Xyphenyl ) methyl, 
( 4 -cyari'jphenyl ) methyl , ana 3-indolylmethyl ; 

P^, is selected frc>m the group consisting of -C(0)-, - 
CH.-, -CHRc,^-C(0)- and -C ( 0 ) -NR. .-CH^^-C { 0 ) - , 
wnerein P.3. is the CHR55 group of the bridging 
group -C (0) -CP 55- ; 

P. is -NH-; 

F5 is -CP.^:^R.:,, wherein -P^.:.^ and -F'~b are independently 
selected from the group cc>nsisting of -H, 2-butyl, cyclohexyl 
and phenyl; 

Pe is -C (0) -; 

P-^ is -NH-; 

P;, is -CP^-FUz., wherein -Fh:, and -Pa^ are independently 
selected fr<im the gr-iup consisting of -H, 
3-guany Iprcipyl , (dimethylamidinium) aminomethyl , 
( d 1 m^ e t n y 1 a m: 1 d 1 n 1 u mi ) a m^ 1 n o e t n y 1 ^ 

N ; ^arb r^xymetnyl ) :3-pyrid: 



Inventors: Al-C^beidi et al. 

Serial No.: 19/211,715 

Filed: l^eceiTX'er 14, 1993 

4- (X-rr.ethy Ipyridinyl ) meihyl ; 

is selecteii from the group consisting of -C(0)-, - 
CH.- and -CHR^^-C (0) -; and 

B is -UH^, -OH, Leu-Pro-NH^, Leu-Hyp-NH.^ 

Pen (CH^COOH) -Pro-NH:, Cys (CH^COOH) -Pro-NH^, 
y-carboxyg lutami o acid- Pro -MH; , 
(N-carboxymethyl ) Gly-Pro-NH^, 
(N-ca rboxyethyl ) Gly-Pro-NH^, 
(N-1 , 3-dicarboxypropyl ) Gly-Pro-NH^, 
(N-methyl) Leu-Pro-NH^, Leu-NH^, and Leu-OH. 

11. (amended) A compcjund selected from the group consisting 

of 

Alloc-pAph-Cng-Pal ( };) Me-NH.; 
{2-quinol inoyl ) -pAph-Chg-Pal ( 3 ) Me-NH2 ; 
Ac-pAph-Chg-Pal (3) Me-NH ( 1-methoxycarbonyl ) 

- l-cyclo^hexyl ; 
Ac-pAph-Chg-Arg-NH . ; 

{2-pyridoyl ) -pAph-Chg-Pal (3) Me-NH.; 
CF3C (0) - (iBu) Phe (pNH^) -Chg-Ar g-NH . ; 
Ac-pAph-Chg-Pal ( 3 ) Me-NH- (1-methoxycarbonyl ) 

- 1-cyclcipenty 1 ; 
Ac-pAph-Chg-Pal ( 3 ) Me-NH- ( 4 -methoxycarh'Onyl 

-cycl I'hexyl ) methyl ; 
A.:-pAph-Ch5-Pal (3) Me-NH- (3-thienyl-2 

-carbixylic acid m.ethyl ester) ; 
Ac-pAr n-Ch g-Arg-NH- ; 
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CF.C ;0} - :i3u) Tyr-Chg-Arg-OH; 

Ac-pAC'h-Ch g-Pal ( 3 ) Me-!IH- { 4 -met hoxycarb-my 1 

-cy rl-jhexyl ) methyl ; 
Ac-pAph-Ch g- Pal ( 3 ) Me-IJH: ) 
Ac - pAph Pgl Pal ( J) Me - NIU r 
Ac-pAph-Chg-Pal (3) (CH-COOH) -TIH^.; 
{2-quinolinecarboxy ) -pAph-Ch g-Pal ( 3)]Me-NH.; 
Ac-pAph-Chg-Pal ( 3 ) Me-IJH- ( 4 -carboxycyclc>hexyl ) 

methyl ; and 
CF3C(0) (iBu) -Tyr-Ile-Arg-NH.. 



21. (amended) A compound Ac-D-pAph-Chg-Pal ( 3 ) Me-Leu-Pro-NH 
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